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		Abstract

		Cancer stem cells (CSCs) are a small and distinct population of tumor cells that are believed to be responsible for tumor initiation, metastasis, and recurrence; however, the underlying molecular mechanism of self-renewal maintenance remain elusive. Recently, we identified a long noncoding RNA (lncRNA) called HotairM1, which is expressed at low levels in human colorectal carcinoma, uveal melanoma and a much lower level in CSCs. Our result showed that HotairM1 depletion promotes the self-renewal maintenance of CSCs and further tumor propagation. Mechanistically, HotairM1 interacts with its neighboring gene HOXA1 by inducing the histone H3K27 tri-methylation. HOXA1 silence then subsequently upregulates Nanog expression through inducing acetylation of H3K27 at the enhancer site, thus maintaining the stemness of CSCs. The enrichment of Nanog subsequently inhibits HOXA1 expression, forming a reciprocal regulation loop augmenting the effect. In summary, our results revealed a lncRNA-based regulatory loop that promotes tumorigenic activity in CSCs, suggesting that HotairM1 could not only be a potential prognostic biomarker, but also a potential therapeutic target against CSC.
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